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WHAT IS CLAIMED IS: 


1 . \ An isolated nucleic acid molecule nucleic acid molecule comprising a 
polynucleotidAhaving a nucleotide sequence at least 95% identical to a sequence 
selected from tn^ group consisting of: 

(a) a nucleotide sequence encoding the full-length DR4 polypeptide having 
the complete amino acid sequence in Figure 1 (SEQ ID NO:2), including the 
predicted leader sequence; 

(b) nucleotide sequence encoding the full-length DR4 polypeptide having 


the complete amino ^cid sequence in Figure 1 (SEQ ID NO:2), including the 
predicted leader sequence but lacking the amino temiinal methionine; 

(c) a nucleotide\sequence encoding the mature DR4 polypeptide (full-length 
polypeptide with the leader removed) having the amino acid sequence at positions 
about 24 to about 468 in Figure 1 (SEQ ID NO:2); 

(d) a nucleotide se^quence encoding the full-length DR4 polypeptide having 
the complete amino acid sequence including the leader encoded by the cDNA clone 
contained in ATCC Deposilwo. 97853; 

(e) a nucleotide sequence encoding the full-length DR4 polypeptide having 
the complete amino acid sequence including the leader but lacking the amino 
terminal methionine encoded ^y the cDNA clone contained in ATCC Deposit No. 
97853; 


\ 


(f) a nucleotide sequence^encoding the mature DR4 polypeptide having the 
amino acid sequence encoded by the cDNA clone contained in ATCC Deposit No. 
97853; 

(g) a nucleotide sequenceJlmt..encodes the DR4 extracellular domain having 
the amino acid sequence at positions aboi^t 2^ to about 238 of SEQ ID NO:2, or as 
encoded by ATCC Deposit No. 97853'-; 

(h) a nucleotide seauence th^'enco^es^he DR4 transmembrane domain 
having the amino acid sequfenee at positions about 239 to about 264 of SEQ ID 
NO:2, or as encoded by ATCC Deposit No. 97853; 

(i) a nucleotide sequence that encodes the DR4 intracellular domain having 
the amino acid sequence at positions about 265 to about 468 of SEQ ID NO:2, or as 
encoded by ATCC Deposit No, 97853; \ 

(j) a nucleotide sequence that encodes the DR4 death domain domain having 
the amino acid sequence at positions about 379\to about 422 of SEQ ID NO:2, or as 
encoded by ATCC Deposit No. 97853; and 

(k) a nucleotide sequence complementary \o any of the nucleotide sequences 
in (a), (b), (c), (d), (e), (f), (g), (h), (i), or (j) aboVe. 


2 . The nueleic acid molecule of claim 1 wherein said polynucleotide has 
the complete nucleotid^^quence in Figure 1 (SEQ ID NO: 1). 

3 . The nucleic acid molecule of claim 1 wherein said polynucleotide has 
the nucleotide sequence in Figure 1 (SEQ ID NO: 1) encoding the DR4 polypeptide 
having the amino acid sequence^in^positions 2 - 468 of SEQ ID NO:2. 



4. The nucleic acid molecule of claim 1 wherein said polynucleotide has 
the nucleotide sequence inW^re 1 (SEQ ID NO:l) encoding the extracellular 
domain of the DR4 polypeptide slaving the amino acid sequence from about 24 to 
about 238 in SEQ ID NO:2. 


\ 
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5 . An isolated nucleic acid molecule comprising a polynucleotide 
having a nucleotide seqlience at least 95% identical to a sequence selected from the 
group consisting of: \^ 

(a) a nucleotide sequence encoding a polypeptide comprising the amino 
acid sequence of residues\i-468 of SEQ ID NO:2, where n is an integer in the 
range of 1-109; \ 

(b) a nucleotide sequence encoding a polypeptide comprising the amino 
acid sequence of residues 1-m of S EQ ID NO:2, where m is an integer in the range 
of 22 1 -468; \ 

(c) a nucleotide sequence encoding a polypeptide having the amino acid 
sequence consisting of residues n-m of SEQ ID NO:2, where n and m are integers 
as defined respectively in (a) and (b) above; and 

(d) a nucleotide sequence encoding a polypeptide consisting of a portion 
of the complete DR4 amino acid^sequence encoded by the cDNA clone contained in 
ATCC Deposit No. 97853 wherein said portion excludes from 1 to about 108 
amino acids from the amino terminus of said complete amino acid sequence encoded 
by the cDNA clone contained in AtCC Deposit No. 97853; 

(e) a nucleotide sequence encoding a polypeptide consisting of a portion of 
the complete DR4 amino acid sequence encoded by the cDNA clone contained in 
ATCC Deposit No. 97853 wherein said portion excludes from 1 to about 249 
amino acids from the carboxy terminus of said complete amino acid sequence 
encoded by the cDNA clone contained in ATCC Deposit No. 97853; and 

(f) a nucleotide sequence encoding a polypeptide consisting of a portion of 
the complete DR4 amino acid sequencA encoded by the cDNA clone contained in 
ATCC Deposit No. 97853 wherein saiaTportion include a combination of any of the 


amino terminal and carboxy terminal deletions in (d) and (e), above. 


6. The nucleic acid mole^ulebf claim 1 wherein said polynucleotide has 
the complete nucleotide sequence of the cE)NA clone contained in ATCC Deposit 
No. 97853. 


7 . The nucleic acid molecule of claim 1 wherein said polynucleotide has 
the nucleotide sequence encoding the DR4 polypeptide having the complete amino 
acid sequence excepting the N-terminal metliio\iine encoded by the cDNA clone 


contained in ATCC Deposit No. 97853. 




. . 67 

8 . The nucleic acid molecule of claim 1 wherein said polynucleotide has 
the nucleotide sequence encoding the extracellular domain of the DR4 polypeptide 
having the amino acid sequence encoded by the cDNA clone contained in ATCC 
Deposit No. 97853. 


9 . An isolated nucleic acid molecule comprising a polynucleotide which 
hybridizes under stringent hybridization conditions to a polynucleotide having a 
nucleotide sequence identical to a nucleotide sequence in (a), (b), (c), (d), (e), (f), 
(g)) (h), (i), (j) 00 elaim 1 wherein said polynucleotide which hybridizes does 
not hybridize under stringent hybridization conditions to a polynucleotide having a 
nucleotide sequence consWing of only A residues or of only T residues. 

1 0. An isolated nucleic acid molecule comprising a polynucleotide which 
encodes the amino acid sequence of an epitope-bearing portion of a DR4 
polypeptide having an amino acid sequence in (a), (b), (c), (d), (e), (f), (g), (h), (i), 
(j) or (k) of claim 1 . 

1 1 . The isolated nucleic acid molecule of claim 10, which encodes an 

\ 

epitope-bearing portion of a DR4 polypeptide wherein the amino acid sequence of 
said portion is selected from tile group consisting of: a polypeptide comprising 
amino acid residues from about 35 to about 92 of SEQ ID NO:2, a polypeptide 
comprising amino acid residues^rom about 1 14 to about 160 of SEQ ID NO:2, a 
polypeptide comprising amino acid residues from about 169 to about 240 of SEQ 
ID NO:2, a polypeptide comprising amino acid residues from about 267 to about 
298 of SEQ ID NO:2, a polypeptide comprising amino acid residues from about 
330 to about 364 of SEQ ID NO:2l a polypeptide comprising amino acid residues 
from about 391 to about 404 of SEQ ID NO:2, and a polypeptide comprising amino 
acid residues from about 418 to about 465 of SEQ ID NO:2. 


12. A method for m£dang^a Recombinant vector comprising inserting an 
isolated nucleic acid molecule of claim 1 into a vector. 


13. A recombinant vector produced by the method of claim 12. 


14. A method of making a recombinant host cell comprising introducing 
the recombinant vector of claim 13 into a host cell. 


15. A recombinant host cell proc^ced by the method of claim 14. 


# ..... # 


16. A recomhinant method for producing a DR4 polypeptide, 
comprising culturing meWcombinant host cell of claim 15 under conditions such 
that said polypeptide i^^^fe^ed and recovering said polypeptide. 

17. An isolated DR4 pc^peptide comprising an amino acid sequence at 
least 95% identical to a sequence sel&cted from the group consisting of: 

(a) the amino acid sequence pf the full-length DR4 polypeptide having the 
complete amino acid sequence in Figmre 1 (SEQ ID NO: 2), including the predicted 
leader sequence; \ 

(b) the amino acid sequence ot the fiiU-length DR4 polypeptide having the 
complete amino acid sequence in Figure 1 (SEQ ID NO:2), including the predicted 
leader sequence but lacking the amino terminal methionine; 

(c) the amino acid sequence on the mature DR4 polypeptide (full-length 
polypeptide with the leader removed) haying the amino acid sequence at positions 
about 24 to about 468 in Figure 1 (SEQ Jw NO:2); 

(d) the amino acid sequence of th&fiiil^ength DR4 polypeptide having the 
complete amino acid sequence including tthe leader encoded by the cDNA clone 
contained in ATCC Deposit No. 978s3; I 

(e) the amino acid sequencefof thelfuU-length DK4 polypeptide having the 
complete amino acid sequence incliiding thSp leader bjji lacking the amino terminal 
methionine encoded by the cDNA alone coritainecLi4i ATCC Deposit No. 97853; 

(f) the amino acid sequence of the matu;;e DR4 polypeptide having the amino 
acid sequence encoded by the cDNA cterre^ntained in ATCC Deposit No. 97853; 

(g) the amino acid sequence of the ipR4 extracellular domain having the 
amino acid sequence at positions about 24 to about 238 of SEQ ID NO:2, or as 
encoded by ATCC Deposit No. 97853; \ 

(h) the amino acid sequence of the DRw transmembrane domain having the 
amino acid sequence at positions about 239 to about 264 of SEQ ID NO:2, or as 
encoded by ATCC Deposit No. 97853; \ 

(i) the amino acid sequence of the DR4 intracellular domain having the 
amino acid sequence at positions about 265 to about 468 of SEQ ID NO:2, or as 
encoded by ATCC Deposit No. 97853; and \ 

(j) the amino acid sequence of the DR4 death idomain having the amino acid 
sequence at positions about 379 to about 422 of SEQ tD NO:2, or as encoded by 
ATCC Deposit No. 97853. \ 


1 8 . An isolated polypeptide comprising an epitope-bearing portion of 
the DR4 protein, wherein said portion is selected from the group consisting of: a 
polypeptide comprising amino acid residues from about 35 to about 92 of SEQ ED 
NO:2, a polypeptide comprising amino acid residues from about 1 14 to about 160 
of SEQ ID NO:2, a polypepjute-co^ amino acid residues from about 169 to 
about 240 of SEQ ID NCX^, apolypeptide comprising amino acid residues from 
about 267 to about 298 ojf SE(^/[D NOj^, a polypeptide comprising amino acid 
residues from about 330 tQ^out.^^^'^f SEQ ID NO:2, a polypeptide comprising 
amino acid residues from about ^91 to about 404 of SEQ ID NO:2, and a 
polypeptide comprising amino a^id residues from about 418 to about 465 of SEQ 
ID NO:2. 

19. An isolated aritibody tha^^nds specifically to a DR4 polypeptide of 
claim 17. \\^^ 

20. An isolated niijcleic acid molecule comprising a polynucleotide 
encoding a DR4 polypeptide \Yherein, except for at least one conservative amino 
acid substitution, said polypeptide has a sequence selected from the group 
consisting of: 


(a) a nucleotide sequenc^ encoding the full-length DR4 polypeptide having 
the complete amino acid sequence in Figure 1 (SEQ ID NO: 2), including the 
predicted leader sequence; ^ 

(b) nucleotide sequence encoding the full-length DR4 polypeptide having 
the complete amino acid sequence in Figure 1 (SEQ ID NO: 2), including the 
predicted leader sequence but lacking the amino terminal methionine; 

(c) a nucleotide sequence encoding the mature DR4 polypeptide (full-length 
polypeptide v^ith the leader removed^ having the amino acid sequence at positions 
about 24 to about 468 in Figure 1 (SE^ ID NO:2); 

(d) a nucleotide sequence encoding the full-length DR4 polypeptide having 
the complete amino acid sequence including^^the leader encoded by the cDNA clone 
contained in ATCC Deposit No. 9^7853!^ 1 ^ 

(e) a nucleotide sequence| encoding ttie^M-length DR4 polypeptide having 
the complete amino acid sequenqe^^n^uding the leader but lacking the amino 
terminal methionine encoded by the cDNA clone contained in ATCC Deposit No. 
97853; \ 

(f) a nucleotide sequence encoding the mature DR4 polypeptide having the 
amino acid sequence encoded by the cDNA^clone contained in ATCC Deposit No. 
97853; \ 
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(g) a nucleotide sec^ence that encodes the DR4 extracellular domain having 
the amino acid sequence at positions about 24 to about 238 of SEQ ID NO:2, or as 
encoded by ATCC Deposit^o. 97853; 

(h) a nucleotide sequence that encodes the DR4 transmembrane domain 
having the amino acid sequence at positions about 239 to about 264 of SEQ ID 
NO:2, or as encoded by ATGC Deposit No. 97853; 

(i) a nucleotide sequince that encodes the DR4 intracellular domain having 
the amino acid sequence at positions about 265 to about 468 of SEQ ID NO:2, or as 
encoded by ATCC Deposit No. 97853; 

(j) a nucleotide sequenc^e that encodes the DR4 death domain domain having 
tlie amino acid sequence at positions about 379 to about 422 of SEQ ID NO:2, or as 
encoded by ATCC Deposit No.y7853; and 

(k) a nucleotide sequence complementary to any of the nucleotide sequences 
in (a), (b), (c), (d), (e), (f), (g), [h), (i), or (j) above. 


21. An isolated DR4 polypeptide wherein, except for at least one conservative 
amino acid substitution, said polypeptide has a sequence selected from the group 
consisting of: \ 

(a) the amino acid sequence of the full-length DR4 polypeptide having the 
complete amino acid sequence in Figure 1 (SEQ ID NO: 2), including the predicted 
leader sequence; 


(b) the amino acid sequence^of the full-length DR4 polypeptide having the 
complete amino acid sequence in Figure 1 (SEQ ID NO: 2), including the predicted 
leader sequence but lacking the amino terminal methionine; 

(c) the amino acid sequenceLof-^e mature DR4 polypeptide (full-length 


polypeptide with the leader remoyed)^ having the amino acid sequence at positions 
about 24 to about 468 in Figure ^1 (SEq|iD NO:2); 

(d) the amino acid sequence^^ the^Jl-length DR4 polypeptide having the 
complete amino acid sequenceSfleluding the leader encoded by the cDNA clone 
contained in ATCC Deposit No. 97853;^ 

(e) the amino acid sequence of the full-length DR4 polypeptide having the 
complete amino acid sequence including^ the leader but lacking the amino terminal 
methionine encoded by the cDNA clone contained in ATCC Deposit No. 97853; 

(f) the amino acid sequence of the mature DR4 polypeptide having the amino 
acid sequence encoded by the cDNA clone contained in ATCC Deposit No. 97853; 

(g) the amino acid sequence of the DR4 extracellular domain having the 
amino acid sequence at positions about 24 to about 238 of SEQ ID NO:2, or as 
encoded by ATCC Deposit No. 97853; \ 
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(h) the amino acid sequence of the DR4 transmembrane domain having the 
amino acid sequence at positions about 239 to about 264 of SEQ ID NO:2, or as 
encoded by ATCC Deposit No\ 97853; 

(i) the amino acid se^uencei^of the DR4 intracellular domain having the 
amino acid sequence at positions^about 265 to about 468 of SEQ ID NO:2, or as 
encoded by ATCC Deposit ^o/9ivt853<^and 

(j) the amino acid sequence of the DR4 death domain having the amino acid 
sequence at positions about 379 to^^bout 422 of SEQ ID NO:2, or as encoded by 
ATCC Deposit No. 97853. 
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